Supplementary Information
Active Cofilin (S3A) promotes and inactive Cofilin (S3E) protects against DNA condensation and A-induced cell death. Previous studies have shown that activated cofilin promotes mitochondriamediated cell death, whereas inactive cofilin protects against cells death 1, 2 . To confirm whether cofilin activation status differentially alters toxicity in the mouse hippocampus-derived HT22 cell line, we transfected HT22 cells with mRFP, mRFP-cofilin wild type (WT), mRFP-cofilin S3A (constitutively active) or mRFP-cofilin S3E (constitutively inactive) for 24 hours, followed by treatment with or without 1 M A1-42 oligomers (A42O) for 24 hours. Cells transfected with cofilin-S3A but not cofilin-S3E
showed greatly increased nuclear condensation (to ~45% of cells) compared to mRFP transfected cells HEK293T cells co-transfected with/without EGFP-PLD1 and cofilin-S3E-mRFP for 36h followed by the treatment of PLD1 inhibitor VU0359595 (1 M) or DMSO for 12h, and lysates subjected to immunoprecipation for mRFP or cofilin followed by immunoblotting for cofilin, PLD1, and actin. Blots from a representative experiment shown. Wild type primary cortical neurons were transduced with adenoviruses expressing mRFP, S3A-mRFP or S3E-mRFP together with lentivirus expressing p53-GFP (non-fusion protein) on DIV2. On DIV7, neurons were subjected in qRT-PCR for Bax and p21 transcript and normalized to RFP+p53 control (1-way ANOVA, posthoc Tukey,
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